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Intracellular bacterium Fusobacterium nucleatum progresses pancreatic cancer
through autocrine and paracrine manners

EGUCHI, Daiki

3,200,000

" Fusobacterium nucleatum (F. nucleatum)”
" F. nucleatum”
CXCL1 " F. nucleatum”
CXCL1-CXCR2
in vivo

" Fusobacterium nucleatum (F. nucleatum) ”
in vivo

Ki67

"Fusobacterium nucleatum (F. nucleatum)" can colonize pancreatic cancer and
affect the prognosis of pancreatic cancer patients. Intratumor "F. nucleatum” promotes CXCL1
secretion from cancer cells, contributing to cancer progression in an autocrine and paracrine
manners. The CXCL1-CXCR2 axis is activated by "F. nucleatum”™ to create an immunosuppressive tumor
microenvironment, and blockade of this axis suppresses tumor growth.

microbiome Fusobacterium nucleatum CXCL1 CXCR2



4
%(Siegel, Cancer statistics, 2020)

(Ohuchida, Cancer Research, 2004; Ikenaga,Gastroenterolgy, 2010; Kozono, Cancer
Research,2013; Endo, Gastroenterology, 2017) Fusobacterium(
) (Fan, Gut,
2018) microbiome
(Pushalcar, Cancer Discov, 2018)
(Geller, Science, 2017)
microbiome microbiome
(Nejiman, Science, 2020) microbiome (
)
(Casasanta, Sci Signaling,2020)
microbiome
microbiome biology
microbiome
microbiome
lipopolysaccharide
Time Lapse imaging
microbiome
DNA 16S rRNA PCR
NGS microbiome
microbiome microbiome
Fusobacterium nucleatum (F. nucleatum)
In vitro microbiome

F. nucleatum
F. nucleatum

F. nucleatum

microbiome

LPS LPS
60
( ) LPS

Time-Lapse imaging

biology

LEP

microbiome 4,04

0.8
0.6

DNA PCR

Fusobacterium nucleatum (F. nucleaturm) 04

0.2

DNA

Overall survival rate

overall survival rate

0

P<0.05
F. nucleatum
Negative (n =71)

F. nucleatum
Positive (n = 13)

0

500 1000 1500

Days



In vitro

microbiome
F. nucleatum

& NEERRR
L i t MEEiRiak +F. nucleatum
Porphyromonas gingivalis | ]
el tH
CXCL1 ]
CXCL1 CXCR2

3 Positive control

: @ 1 CXCL1
e L8
- ERE i

.o

F. nucleatum

F. nucleatum
CXCL1  depletion - s
oo CXCR2 = UGISET ! 9 v OUve
F. nucleatum & ©
+ anti-CXCL1 ;;:;l.'m.'rmpm;u::;;.‘..',';m;nmimpu;,;;:;!':u;gum'xm|n:1in.;*,:mp -
CXCL1 RN & e A RO e SR i e R ]
(MDSC)
T F. nucleatum
MDSC T
MDSC
Ly6G Ly6G

F. nucleatum



2 1 0 1

Hayashi Masataka lIkenaga Naoki Nakata Kohei Luo Haizhen Zhong PingShan Date Satomi Oyama 114
Koki Higashijima Nobuhiro Kubo Akihiro Iwamoto Chika Torata Nobuhiro Abe Toshiya Yamada
Yutaka Ohuchida Kenoki Oda Yoshinao Nakamura Masafumi

Intratumor Fusobacterium nucleatum promotes the progression of pancreatic cancer via the CXCL1 2023

- CXCR2 axis

Cancer Science 3666 3678
DOl

10.1111/cas.15901

44

2023

277-283

DOl

2 0 2

Masataka Hayashi, Naoki lkenaga, Kohei Nakata, Haizhen Luo, PingShan Zhong, Koki Oyama, Nobuhiro Higashijima, Akihiro Kubo,
Satomi Date, Chika Iwamoto, Kenoki Ohuchida, Masafumi Nakamura

BIOLOGICAL EFFECTS OF INTRATUMOR PERIODONTAL PATHOGENS IN PANCREATIC CANCER

54th Annual American Pancreatic Association Meeting

2023

Masataka Hayashi

INTRATUMOR FUSOBACTEIRUM NUCLEATUM PROMOTES THE PROGRESSION OF PANCREATIC CANCER VIA THE CXCL1/1L-8-CXCR2 AXIS

Digestive Disease Week

2023




(YASUI Takaharu)

(60611283) (17102)
(MORIYAMA Taiki)
(70586859) (17102)

(HAYASHI Masataka)




